We claim: 



1 A method of treating cellular proliferative diseases comprising 
administering a compound chosen from the group consisting of: 

O \ R s 



R ? 



*R 7 



Rs 



^R 4 




R3" 



o 



Rs 




R7 



R 2 



R 8 



so 2 

R3* 



and 




10 



15 



wherein: 

R, is chosen from hydrogen, alkyl, aryl, alkylaryl.V* eroaryl, alkylheteroaryl, 

substituted alkyl, substituted aryl, substituted^alkylaryl, substituted heteroaryl, 
and substituted alkylheteroaryl; 
R 2 and R 2 ' are independently chosen from hydrogen, akyl, oxaalkyl, aryl, alkylaryl, 
heteroaryl, alkylheteroaryl, substituted alkyl, substituted aryl, substituted 
alkylaryl, substituted heteroaryl, and substituted alkylheteroaryl; or R 2 and R 2 ' 
taken together form a 3- to 7-membered ring; 
R 3 is chosen from hydrogen, alkyl, aryl, alkylaryl, heteroaryl alkylheteroaryl, 

substituted alkyl, substituted aryl, substituted alkylaryl, substituted heteroaryl, 
substituted alkylheteroaryl, oxaalkyl, oxaalkylaryl, substituted oxaalkylaryl, 
R 15 0- and Ri S -NH-; 
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R 3 . is chWn from hydrogen, alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, 

substituted alkyl, substituted aryl, substituted alkylaryl, substituted heteroaryl, 
subsisted alkylheteroaryl, and R 15 -NH-; 
R 3 „ is chosen from alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, substituted alkyl, 
5 substitutedW, substituted alkylaryl, substituted heteroaryl, and substituted 

alkylheteroaryk 

R 4 is chosen from hyfcoW alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, 

substituted alkyl, substituted aryl, substituted alkylaryl, substituted heteroaryl, 
substituted alkylheteroaryl, and R I6 -alkylene-; 

10 R 5 , Rfi, R 7 and R 8 are independent chosen from hydrogen, alkyl, alkoxy, halogen, 
fluoroalkyl, nitro, dialkylamW alkylsulfonyl, alkylsulfonamido, 
sulfonamidoalkyl, sulfonamidoW alkylthio, carboxyalkyl, carboxamido, 
aminocarbonyl, aryl and heteroaryl 
R 15 is chosen from alkyl, aryl, alkylaryl, hete\aryl, alkylheteroaryl, substituted alkyl, 

1 5 substituted aryl, substituted alkylaryl, su^ituted heteroaryl, and substituted 

alley lheteroaryl; 

R 16 is chosen from alkoxy, amino, alkylamino, dialkylaW N-heterocyclyl and 



20 



substituted N-h eterocyclyl. 



— A-m^thod of treating a disorder associated with 
comprising administering a compound chosen from the group consist 
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Ri 



R9 



R2'> 



and 



wherein: 

R, is chosen from hydrogen, alkyl, aryl, alkylaryl, heteroaryl^kylheteroaryl, 

substituted alkyl, substituted aryl, substituted alky^aryl, substituted heteroaryl, 
and substituted alkylheteroaryl; 
R 2 and R 2 ' are independently chose\ from hydroge/alkyl, oxaalkyl, aryl, alkylaryl, 
heteroaryl, alkylheteroa&l, substituted^kyl, substituted aryl, substituted 
alkylaryl, substituted hetyoary^ar^ubstoted alkylheteroaryl; or R 2 and R 2 ' 
a 3- 1\ 



(\, aWlaryl, heteroaryl, alkylheteroaryl, 
*f suWituted alkylaryl, substituted heteroaryl, 
alkylroxa^lkylaryl, substituted oxaalkylaryl, 



taken together form 
10 R 3 is chosen from hydrogen, alkyli 
substituted alkyl, substitute 
substituted alkylhetero 
R ls O-and R ts -NH-; 
R 3 , is chosen from hydrogel alkyl\ arVl, alkylaryl, heteroaryl, alkylheteroaryl, 
15 substituted alky/ jubstimtea^aryi, substituted alkylaryl, substituted heteroaryl, 

substituted alkylheteroaryl and\)R I5 -NH-; 
R 3 ., is chosen from4lkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, substituted alkyl, 
substitutecl aryl, substituted alkylaryl, substituted heteroaryl, and substituted 
alkylheteroaryl; 

20 R4 is chose/from hydrogen, alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, 

substituted alkyl, substituted aryl, substituted alkylaryl, substituted heteroaryl, 
/substituted alkylheteroaryl, and R 16 -alkylene-; 
R 5 , % R 7 and R 8 are independently chosen from hydrogen, alkyl, alkoxy, halogen, 
fluoroalkyl^jufec^^ alk ylsulfoiiamido r 
25 ^^^uTfona^oalkyl, sulfonamidoaryl, alkylthio, carboxyalkyl, carboxamido, 
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aminocarbonyl, aryl and heteroaryl; 
p , i cq^^^^ Mkvlarvl. heter oaryl, alkylheteroaryl, sub stituted alkyl, 

substituted aryl, substituted alkylaryl, substituted heteroaryl, and substitute 
alkylheteroaryl; 

R 16 is chosen from alkoxy, amino, alkylamino, dialkylamino, N-heterdcyclyl and 
substituted N-heterocyclyl. 

3 . A method of inhibiting KSP kinesin comj&ising contacting KSP 
kinesin witli a compound chosen from the group copsisting of: 
o R 5 




wherein: 

R, is/hosen from hydrogen, alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, 

7 substituted alkyl, substituted aryl, substituted alkylaryl, substituted heteroaryl, 
/ and substituted alkylheteroaryl; 
R>ajid R 2 ' are independently chosen from hydrogen, alkyl, oxaalkyl, aryl, alkylaryl, 
leteroaryl, alkylheteroaryl, substituted alkyl, substituted aryl, substituted 
alSiaryl, substituted heteroaryl, and Mubstrtute4^1k#ieteiQaryU-or R, and R 2 ' 
taken together form a 3- to 7-membered ring; 
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R 3 is chosen from hydrogen, alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, 

^d^trTuTeri^^ aryl, substituted alkylaryl, substituted heteroaryl, 

substituted alkylhete^ar^l, oxaalkyl, oxaalicylaiyl, substituted oxaaiyiaryl, 
R 15 Oand R 15 -NH-; 
R 3 , is chosen from hydrogen, alkyl, aryl, alkylaryl, heteroaryl, alkylhe^oaryl, 

substituted alkyl, substituted aryl, substituted alkylaryyaostituted heteroaryl, 
substituted alkylheteroaryl and R 15 -NH-; 



R 3 „ is chosen from alkyl, aryl. 



R 4 is chosen from hydrogen, a 
substituted alkyl, substi^ 



'Mkylaryl, heteroaryl, al^lheteroaryl, substituted alkyl, 
substituted aryl, substitui^l alkylaryl, substituted heteroaryl, and substituted 
alkylheteroaryl; 

^rWalkylaryl, heteroaryl, alkylheteroaryl, 
rte/aryl, substituted alkylaryl, substituted heteroaryl, 
substituted alkylheteroaryl, and R 16 -alkylene-; 
R 5 , Re, R 7 and R 8 are independently chosen from hydrogen, alkyl, alkoxy, halogen, 
fluoroalkyl, nitr^dialkylamino, alkylsulfonyl, alkylsulfonamido, 
sulfonamidAyl, sulfonamidoaryl, aikylthio, carboxyalkyl, carboxamido, 
aminocafbonyl, aryl and heteroaryl; 
R I5 is chose/Wn alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, substituted alkyl, 
s^ostituted aryl, substituted alkylaryl, substituted heteroaryl, and substituted 
alkylheteroaryl; 

R^chosen from alkoxy, amino, alkylammo^dialkylanu^ and 

(ubstitutec 
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4. A method according to claim 1 , 2 or 3 wherein 
R, is chosen from hydrogen, alkyl, aryl, substitutedap^^ aryl, heteroaryl, 

substituted heteroaryl, alkylaryl, substi^eCalkylaryl and substituted 
alkylheteroaryl; 
5 R 2 is chosen from hydrogen, alkyl aj^fbstituted alkyl; 
R 2 ' is hydrogen; 

R 3 is chosen from alkyl, suj^ted alkyl, alkylaryl, heteroaryl, aryl, substituted aryl, 

substituted here^oaryl, substituted oxaalkylaryl R l5 0- and R l5 -NH-; 
R 4 is chosen from atfyffaryl, alkylaryl, alkylheteroaryl, substituted alkyl, substituted 
10 aryl, and/j*i 6 -alkylene-; 

R 5 ishydrogej&f 

R 65 R 7 an/R 8 are independently chosen from hydrogen, halogen, methyl and 

rifluoromethyl; 
R^chosen from alkyl, aryl and substituted aryl; 



15 
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7. A method according to\claim 6 wherein R, is chosen from hydrogen, 
lower alkyl, substituted lower alkyl, behzyl, substituted benzyl, phenyl, naphthyl and 
substituted phenyl. 



8. A method according to claim 7 wherein R, is chosen from hydrogen, 
ethyl, propyl, methoxyethyl, naphthyl, phenyl, bromophenyl, chlorophenyl, 
methoxyphenyl, ethoxyphenyl, tolyl, dimethylphenyl, chorofluorophenyl, 
methylchiorophenyl, ethylphenyl, phenethyl, benzyl, chlorobenzyl, methylbenzyl, 
methoxybenzyl, tetrahydrofuranylmethyl and (ethoxycarbonyl)ethyl. 



9. A method according to claim 6 wherein R 2 is chosen from hydrogen, 
10 lower alkyl and substituted lower alkyl, and R 2 ' is hydrogen. 



10. A method according to claim 9 wherein R 2 is chosen from hydrogen, 
methyl, ethyl, propyl, methylthioethyl, aminobutyl, (CBZ)aminobutyl, 
cyclohexylmethyl, benzyloxymethyl, methylsulfmylethyl, methylsulfinylmethyl, 
hydroxymethyl, benzyl and indolylmethyl. 



1 5 ii, a method accor)img to claim 6 wherein R 3 is chosen from C r Ci 3 

alkyl; substituted lower alkyl; phenyl; naphthyl; phenyl substituted with one or more 
^ halo, lower alkyl, loweralkoxy, nitro\arboxy, methylenedioxy or trifluoromethyl; 
biphenylyl; benzyl; phenoxymethyl; halo^henoxymethyl; phenylvinyl; heteroaryl; 
heteroaryl substituted with lower alkyl; ano^enzyloxymethyL 



20 12. A method according to claim 1 1 wherein R 3 is chosen from ethyl, 

propyl, chloropropyl, butoxy, heptyl, butyl, octyl, tridecanyl, (ethoxycarbonyl)ethyl, 
dimethylaminoethyl, dimethylaminomethyl, phenyl, naphthyl, halophenyl, 
dihalophenyl, cyanophenyl, haloCtrifluoromethyOphenyl, chlorophenoxymethyl, 
methoxyphenyl, carboxyphenyl, ethylphenyl, tolyl, biphenylyl, 

25 methylenedioxyphenyl, methylsulfonylphenyl, methoxychlorophenyl, 

chloronaphthyl, methylhalophenyl, trifluoromethylphenyl, butylphenyl, pentylphenyl, 
methylnitrophenyl, phenoxymethyl, dimethoxyphenyl, phenylvinyl, 
nitrochlorophenyl, nitrophenyl, dinitrophenyl, bis(trifluoromethyl)phenyl, 
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benzyloxymethyl, benzyl, furanyl, benzofiiranyl, pyridinyl, indolyl, methylpyridinyl, 
quinolinyl, picolinyl, pyrazolyl, and imidazolyl. 




13. A metliod according tto claim 6 wherein R 3 is R, S -NH- and R, 5 is 
chosen from lower alkyl; cyclohexyl; p\enyl; and phenyl substituted with halo, lower 
alkyl, loweralkoxy, or lower alkylthio. 



14. A method according to claim 1 3 wherein R, 5 is chosen from isopropyl, 
butyl, cyclohexyl, phenyl, bromophenyl, dichlorophenyl, methoxyphenyl, 
ethylphenyl, tolyl, trifluoromethylphenyl and methylthiophenyl. 



15. A method according to claim 6 wherein R< is chosen from lower alkyl, 
substituted lower alkyl, cyclohSh phenyl substituted with hydroxy, lower alkoxy or 
lower alkyl; benzyl; heteroarylmeth\heteroarylethyl; heteroarylpropyl and R l6 - 
alkylene-, wherein R 16 is amino, lower\cylamino, di(lower alkyl)amino, lower 
alkoxy, orN-heterocyclyl. 



16. A method according to claim 1 5 wherein R, is chosen from methyl, 
ethyl, propyl, butyl, cyclohexyl, carboxyethyl, carboxymethyl, methoxyethyl, 
hydroxyethyl, hydroxypropyl, dimethylaminoethyl, dimethylaminopropyl, 
diethylaminoethyl, diethylaminopropyl, aminopropyl, methylaminopropyl, 2,2- 
dimemyl-3-(dimemylammo)propyl,l-cyclohexyl-4-(diemylamino)butyl,a^ 

aminobutyl, aminopentyl, aminohexyl, aminoethoxyethyl, isopropylaminopropyl, 
dii S opropylammoethyl,l-memyl-4-(diemylarr^o)butyl,(t-Boc)armnopropy^ 
hydroxyphenyl, benzyl, methoxyphenyl, metliylmethoxyphenyl, dimethylphenyl, 
tolyl, ethylphenyl, (oxopyrrolidinyl)propyl, (methoxycarbonyl)ethyl, 
benzylpiperidinyl, pyridinylethyl, pyridinylmethyl, morpholinylethyl, 
morpholinylpropyl, piperidinyl, azetidinylmethyl, azetidinylpropyl, pyrrolidinylethyl 
pyrrolidinylpropyl, piperidinylmethyl, piperidinylethyl, imidazolylpropyl, 
imidazolylethyl, (ethylpyrrolidinyl)methyl, (methylpyrrolidinyl)ethyl, 
(methylpiperidinyl)propyl, (methylpiperazinyOpropyl, furanylmethyl and 
indolylethyl. 
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10 



17V AlneSiodaccording to claim 6 wherein ~~~~ 
R 1 is chosenfrom lower alkyl, benzyl, substituted benzyl and substituted phenyl; 
R 2 is chosen fro\hydrogen, alkyl, substituted lower alkyl and benzyl; 
R 2 ' is hydrogen; 

R 3 is chosen from substituted phenyl and naphthyl; 
R 4 is chosen from substitute alkyl and R t6 -alkylene-; 
R 5 is hydrogen or halo 
Rg is hydrogen, methyl or halo; 
R 7 is hydrogen, halo, methyl or trifluo^omethyl; 
R 8 is hydrogen or halo; 
R l6 is chosen from di(lower alkylamino), (l^wer alkyl)amino, amino, N-heterocyclyl 

and substituted N-heterocyclyl. 



^1 R A method acco j^iift&4e-elarnTi7^ or wherein 
15 R, is benzyl or halobenzyl; 

R 2 is chosen from ethyl and propyl; 
R 2 ' is hydrogen; 
R 3 is substituted phenyl; 
R 3 . is substituted phenyl; 
20 R 3 - is substituted phenyl; 

R 4 is (CH 2 ) m OH or (CH^) p R l6 wherein m is 2 or 3 and p is 1-3; 
R 5 is hydrogen; 
R« is hydrog^nf 
R 7 is halo; 
25 R^is'hydrogen; 

zR 16 is ^cliQ^en-froiirair^^ and^azetiluiyrr 



30 



19. A method according to claim 1 8 wherein the stereogenic center to 
which R 2 and R 2 . are attached is of the R configuration. 





-TtmetHod according to claim 1, 2 or 3 c ompr isr ng^miTrrstering-£ 



coi tipound of formu lae 
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21 . \ A method according to claim 20 wherein: 

R, is chosen frL hydrogen, lower alkyl, substituted lower alkyl, benzyl, substituted 

benzyl, phenyl, naphthyl and substituted phenyl; 
R 2 is chosen from IrYdrogen, lower alkyl and substituted lower alkyl and R 2 ' is 
hydrogen; \ 

R 3 , is chosen from C A alkyl; phenyl; naphthyl; phenyl substituted with halo, lower 

alkyl, lower alkoV nitro, methylenedioxy, or trifluoromethyl; biphenylyl, 

benzyl and heteroaryl; and 
R, is chosen from lower alkk substituted lower alkyl, cyclohexyl; phenyl substituted 

with hydroxy, lower alkoxy or lower alkyl; benzyl; heteroarylmethyl; 

heteroarylethyl; heteroarWf^pyl and R 16 -alkylene, wherein 
R 16 is amino, (lower alkyl)amm<|,^i(lower alkyl)amino, lower alkoxy, or N- 

heterocyclyl. \ 

22. A method according toWim 20 wherein 
R, is chosen from lower alkyl, benzyl, substituted benzyl and substituted phenyl; 
R 2 is hydrogen or lower alkyl; \ 
R 2 ' is hydrogen; \ 
R 3 is chosen from substituted phenyl and naphthyl; 
R* is R 16 -alkylene- hydroxy lower alkyl or carboxy lower alkyl; 
R^ and R 7 are chosen from hydrogen and halo; \ 
R 5 and R 8 are hydrogen; \ 

R 16 is chosen from di(lower alkylamino), (lower alWamino, amino, piperidinyl, 
azetidinyl pyrrolidinyl and morpholinyl. \ 
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10 



23^ A-i*Ksthed^er4^ a 

compound of formula: 




24. A method according to claim 23 wherein: 

R, is chosen from hydrogen, lower alkyl, substituted lower alkyl, benzyl, substituted 

benzyl, phenyl\naphthyl and substituted phenyl; 
R 2 is chosen from hydrogen, lower alkyl and substituted lower alkyl and R 2 ' is 
hydrogen; and 

R 4 i s chosen from lower alkV cyclohexyl; phenyl substituted with hydroxy, lower 
alkoxy or lower alkyl; benzyl; heteroarylmethyl; heteroarylethyl; 
heteroarylpropyl and R\-alkylene, wherein R l6 is di(lower alkyl)amino, 
alkylamino, amino, lowerWkoxy, or N-heterocyclyl. 

25. A method according tp claim 23 wherein 
R, is chosen from lower alkyl, benzyl Substituted benzyl and substituted phenyl; 

15 R 2 is hydrogen or lower alkyl; 
R 2 ' is hydrogen; 
R 4 is R 16 -alkylene-; 

Rg and R 7 are chosen from hydrogen and hale 
R 5 and R 8 are hydrogen; 
20 Rie is chosen from di(lower alkylamino), (lower alkyl)amino, amino, pyrrolidinyl, 
piperidinyl, imidazolyl and morpholinyl. 



9> 



26-. A^aafee ^ccoidiiig To^laim~172 or 3Yomprising-administering-a- 



compound of formula: 



R 2 



R 2 '> 



^R 4 



Re 



27. A method according to claim 26 wherein: 



Ri is chosen from hydrogeV lower alkyl, substituted lower alkyl, benzyl, substituted 

benzyl, phenyl, naphthyl and substituted phenyl; 
R 2 is chosen from hydrogen, l^wer alkyl and substituted lower alkyl and R 2 ' is 
hydrogen; 

R 3 „ is chosen from C,-C 13 alkyl; substituted lower alkyl; phenyl; naphthyl; phenyl 
substituted with halo, lowett alkjf 1, lower alkoxy, nitro, methylenedioxy, or 
trifluoromethyl; biphenylyh/fcenzyl and heterocyclyl; and 

R« is chosen from lower alkyl, substituted lower alkyl; cyclohexyl; phenyl substituted 
with hydroxy, lower alkoxy or lower alkyl; benzyl; substituted benzyl; 
heterocyclyl; heteroarylmethyl; hejeroarylethyl; heteroarylpropyl and R 16 - 
alkylene, wherein 

R, 6 is di(lower alkyl)amino, (lower alkyl)aimno, amino, lower alkoxy, or N- 
heterocyclyl. 
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28 A method according to claim 27 wherein 
R, is chose\from lower alkyl, benzyl, substituted benzyl and substituted phenyl; 
R 2 is hydrogen or lower alkyl; 
R 2 ' is hydrogerk 

5 R r . is chosen frokn substituted phenyl, heterocyclyl and naphthyl; 

R 4 is chosen from\ubtituted benzyl, heterocyclyl substituted lower alkyl and R l6 - 
alkylene-; 

Re and R 7 are chosen Strom hydrogen and halo; 
R 5 and R 8 are hydrogen's 
10 R 16 is chosen from di(lower alkylamino), (lower alkyl)amino, amino, pyrrolidinyl, 
azetidinyl piperidirrVl, imidazolyl and morpholinyl. 

29. A method acco^ntE to claim 28 wherein 
R, is benzyl; 
R 2 is ethyl; 
15 R 2 ' is hydrogen; 

R v . is chosen from halophenyl, polVlophenyl, tolyl, dimetlaylphenyl, 

methoxyphenyl, dimethoxyprWl, cyanophenyl, trifluoromethylphenyl, 
trifluoromethoxyphenyl, bis(triWoromethyl)phenyl, carboxyphenyl, t- 
butylphenyl, methoxycarbonylpnenyl, piperidinyl and naphthyl; 
20 R4 is chosen from substituted benzyl, piperidinyl, hydroxy (lower alkyl) and R l6 - 
alkylene-; 

R^ and R 7 are chosen from hydrogen and halfo 
R 5 and R 8 are hydrogen; 

R 16 is chosen from dimethylarnino, amino, pyrrolidinyl and piperidinyl. 



25 



joa^ccorHmg to claim 1 or 2 wherein saiddisease, 
chosen from the group consistirniof^ncej^^ cardiac 
hyp^rtr^y i rnigmrrcrffisorri^ and inflammation. 
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31. A compound chosen from the group consis ting of: 

_o o R* 




wherein: 

R, is chosen from hydrogen, alkyl, aryl. alkylaryl, heteroaryl, alkylheteroaryl 

substituted alky/ substituted aryl, substituted alkylaryl, substituted heteroaryl, 
and substituted alkylheteroaryl; 

R 2 and R 2 ' are independently chosen from hydrogen, alkyl, oxaalkyl, aryl, alkylaryl, 
heteroar^, alkylheteroaryl, substituted alkyl, substituted aryl, substituted 
alkylar/l, substituted heteroaryl, and substituted alkylheteroaryl; or R 2 and R 2 ' 
taken/together form a 3- to 7-membered ring; 

R 3 is chose/ from hydrogen, alkyl, aryl, alkylaryl, heteroaryl^ 

substituted alkyl, substituted aryl, substiUoled-^^ heteroaryl, 
substituted alkylheterojiFyrro^^ substituted oxaalkylaryl, 



M5 V 
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R 3 . is chosen from hydrogen, alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, 

^"lurJsilrnt ed alkyl, s ub st i t u ted-aiyrrsTibstirated alkylaryl, substrruted heteroaryl, 
substituted alkylheteroaryl and R15-NH-; 
R 3 .. is chosen from alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaiyl^bstituted alkyl, 
5 substituted aryl, substituted alkylaryl, substituted heteroaryif and substituted 

alkylheteroaryl; 

R, is chosen from hydrogen, alkyl, aryl, alkylaryl, heteroaryl alkylheteroaryl, 

substituted alkyl, substituted aryl, substituted alkylaryl, substituted heteroaryl, 
substituted alkylheteroaryl, and R 16 -alkylene^ 
10 Rj, R«, R 7 and R 8 are independently chosen from hydrogen, alkyl, alkoxy, halogen, 
fluoroalkyl, nitro, dialkylamino, alkylsulfonyl, alkylsulfonamido, 
sulfonamidoalkyl, sulfonamidoaryl, alkylthio, carboxyalkyl, carboxamido, 
aminocarbonyl, aryl and heteroary^ , 
R 15 is chosen from hydrogen, alkyl, ary/^ylaryl, hete^ryl, alkylheteroaryl, 
1 5 substituted alkyl, substituted ^ryl, lUstiWalkylaryl, substituted heteroaryl, 

and substituted alkylheteroaryl; \\ £\ 
R 16 is chosen from alkoxy, atnin/alkylamiL, dialkylamino, N-heterocyclyl and 

substituted N-heterocy/lyl; 
with the proviso that when & is R, 5 -NH- attached to carbonyl, both of R 2 and R, must 
20 be other than hydr/gen. 

32. A compound according to claim 3 1 wherein 
R, is chosen from hAogen, alkyl, aryl, substituted alkyl, substituted aryl, heteroaryl, 

substitutediieteroaryl, alkylaryl, alkylheteroaryl and substituted alkylaryl; 
R 2 is chosen from hydrogen, alkyl and substituted alkyl; 

25 R 2 ' is hydrogeri; 

R 3 is chosen from alkyl, aryl, alkylaryl, heteroaryl, substituted aryl, substituted alkyl, 
substituted heteroaryl, oxaalkylaryl, substituted oxaalkylaryl, R ls O- and R 15 - 
NB5-; 

r 4 is ch<4enJ&enralkyIaryl, alkylaryl, alkylheteroaryl, substituted alkyl, substituted 
30 aryVand R l6 -alkylene-; 



R^ s R 7 and R 8 are independently chosen from hydrogen, halogen, rry&iyl and 

trifluorornethyl; 
R 15 is chosen from alkyl, aryl and substituted aryl; 

R 16 is chosen from alkoxy, amino, alkylamino, dialkylarr>mo and N-heterocyclyl. 
33. A compound according to claim 3 1 of formula: 



o 



R 5 



R 2 



R 2 '> 



.Re 



^R 7 




34. A compound^ iccordin£Wlaim 33 wherein R, is chosen from 
hydrogen, lower alkyl, substituted low^r a\^l,>eW, substituted benzyl, phenyl, 

10 naphthyl and substituted phenyl. 

35. A compound according tft claim 34 wherein R, is chosen from 
hydrogen, ethyl, propyl, methoxyethyl, nkphthyl, phenyl, bromophenyl, chlorophenyl, 
methoxyphenyl/ ethoxyphenyl, tolyl, dimethylphenyl, chorofluorophenyl, 
memylchloro/henyl, ethylphenyl, phenethyl, benzyl, chlorobenzyl, methylbenzyl, 

15 methoxybenzyl, tetrahydrofuranylmethyl and (ethoxycarbonyl)ethyl. 

36. A compound according to claim 33 wherein R 2 is chosen from 
hydrog/n, lower alkyl and substituted lower alkyl, and R 2 ' is hydrogen. 

37. A compound according to claim 36 wherein R 2 is chosen from 
hyd/ogen, methyl, ethyl, propyl, methylthioethyl, aminobutyl, (CBZ)aminobutyl, 

20 cy/lohexylmethyl, benzyloxymet hyl, mefo yhn^ 
l^drjix^rretrT>Cbenzyl and indolylmethyl. 
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38r^—-Axoji^pjmdacco^ c r c u 
alkyl; substituted lower alkyl; phenyl; naphthyl; phenyl substituted wi^one or more 
halo, lower alkyl, loweralkoxy, nitro, carboxy, methylenedioxy, or£rffluoromethyl; 
biphenylyl; benzyl; phenoxymethyl; halophenoxymethyl; phen^Konyl; heteroaryl; 
heteroaryl substituted with lower alkyl; and benzyloxyrneta 

39. A compound according to claim 38 wherein R 3 is chosen from ethyl, 
propyl, chloropropyl, butoxy, heptyl, butyl, octyl, trjoecanyl, (ethoxycarbonyl)ethyl, 
dimetliylaminoethyl, dimethylaminomethyl, phenyl, naphthyl, halophenyl, 
dihalophenyl, cyanophenyl, halo(trifluoromettfyl)phenyl, chlorophenoxymethyl, 
methoxyphenyl, carboxyphenyl, ethylphem4 s tolyl, biphenylyl, 
methylenedioxyphenyl, methylsulfonylphenyl, methoxycj^ophenyl, 
chloronaphthyl, methylhalophenyl, t^uoromethyl^nyl, butylphenyl, pentylphenyl, 
methylnitrophenyl, phenoxymeth^dim^hoxypJ<4yl, phenylvinyl, 
nitrochlorophenyl,n^ 

benzyloxymethyl, benzyl, furZyl, berizlf^anyU pyridinyl, indolyl, methylpyridinyl, 
quinolinyl, picolinyl, pyrazblyl, and imid^olyl. 

40. A compound according to claim 33 wherein R 3 is R I5 -NH- and R, 5 is 
chosen from lower alkyl; cyclohexyl; phenyl; and phenyl substituted with halo, lower 
alkyl, loweralkoxV or lower alkylthio. 

41 . A compound according to claim 40 wherein R 15 is chosen from 
isopropyl, butyl, cyclohexyl, phenyl, bromophenyl, dichlorophenyl, methoxyphenyl, 
emylpheny/ tolyl, trifluoromethylphenyl and methylthiophenyl. 

A compound according to claim 33 wherein R4 is chosen from lower 
alkyl, substituted lower alkyl, cyclohexyl; phenyl substituted with hydroxy, lower 
alkox£ or lower alkyl; benzyl; heteroarylmethyl; heteroarylethyl; heteroarylpropyl and 
R^^alkylene-, wherein R 16 is amino, lower alkylamino, di(lower alkyl)amino, lower 
alk61c>CorTj-heterocyclyl. 
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4j^ _ A compound ac cordingJo_da^ 
ethyl, propyl, butyl, cyclohexyl, carboxyethyl, carboxymethyl, memoxyejjryl, 
hydroxyethyl, hydroxypropyl, dimethylaminoethyl, dimethylaminop^opyl, 
diethylaminoethyl, diethylaminopropyl, aminopropyl, methylarru>bpropyl, , 2,2- 
dimethyl-3-(dimethylamino)propyl, 1 -cyciohexyl-4-(diethyl^afino)butyl s aminoethyl, 
aminobutyl, aminopentyl, aminohexyl, aminoethoxyethyUsopropylaminopropyl, 
diisopropylaminoethyl, l-methyl-4-(diemylamino)bu^ 

hydroxyphenyl, benzyl, methoxyphenyl, methylmejfcoxyphenyl, dimethylphenyl, 
tolyl, ethylphenyl, (oxopyrrolidinyl)propyl, (me^oxycarbonyl)ethyl, 
benzylpiperidinyl, pyridinylethyl, pyridinylm/thyl, morpholinylethyl 
morpholinylpropyl, piperidinyl, azetidinylmethyl, azetidinylpropyl pyrrolidinylethyl, 
pyrrolidinylpropyl, piperidinylmethyl, /peridinylethyl, imidazolylpropyl, 



15 



imidazolylethyl, (ethylpyiTolidinyl^ftethy 
(memylpiperidinyl)propyl, (meth^lpiperaz Lnyl)pn 
indolylethyL 



(m^ylpyrrpHdinyl)ethyl, 
otsyi, furanylmethyl and 



44. A compound according to claim 33 wherein 
R, is chosen from lower zukyl, benzyl, substituted benzyl and substituted phenyl; 
R 2 is chosen from hydrbgen, alkyl, substituted lower alkyl and benzyl; 
R 2 ' is hydrogen; 
20 R 3 is chosen from Substituted phenyl and naphthyl; 

R* is chosen frorfl substituted alkyl and R l6 -alkylene-; 
R 5 is hydrogenyor halo 
Rg is hydrogen, methyl or halo; 
R 7 is hydrogen, halo, methyl or trifluoromethyl; 
25 R 8 is hydrogen or halo; 

R 16 is chosen from di(lower alkylamino), (lower alkyl)amino, amino N-heterocyclyl 
/and substituted N-heterocyclyl. 
45. A compound according to claim 3 1 wherein 
R, 0 benzyl or halobenzyl; 
30 R/is chosen from ethyl and propyl; 

Ry-is- hydiogcn; ^ " 
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R^js substituted phenyl; 



R 3 . is substituted phenyl; 
R 3 ., is substituted phenyl; 
R< is (CH 2 ) m OH or (CH 2 ) p R 16 wherein m is 2 or 3 and p is/L-3; 

R 5 is hydrogen; 

is hydrogen; 
R 7 is halo; 
R 8 is hydrogen; 

R 16 is chosen from amino, propylamino, and a^tidinyl. 

46 . A compound according to claim 3 1 of formula: 



o 



R5 



.Re 



R 2 '> 



*R 7 



47. A compo/nd according to claitn 46 wherein: 
R, is chosen from hydfogen, lower alkyl, substituted lower alkyl, benzyl, substituted 
benzyl, phenyl, naphthyl and substituted phenyl; 
15 R 2 is chosen from/ydrogen, lower alkyl and substituted lower alkyl and R 2 ' is 
hydrogen; 

R 3 , is chosen from C r C 13 alkyl; phenyl; naphthyl; phenyl substituted with halo, lower 
alkyl/lower alkoxy, nitro, methylenedioxy, or trifluoromethyl; biphenylyl, 
benzyl and heteroaryl; and 
20 R4 is chos/n from lower alkyl, substituted lower alkyl, cyclohexyl; phenyl substituted 
ttth hydroxy, lower alkoxy or lower alkyl; benzyl; heteroarylmethyl; 
^eteroarylethyl; heteroarylpropyl and R, 6 -alkylene, wherein 
R 16 is 7 amino, (lower aU<yl)amir 
fefocyclyl- 



TinoTIower alkoxy, or N- 
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48. A rnrnpn iinri ac cQTd4f^o^laim-47-wliereir 

R, is chosen from lower alkyl, benzyl, substituted benzyl jA substituted phenyl; 
R 2 is hydrogen or lower alkyl; 
R 2 ' is hydrogen; 

R 3 is chosen from substituted phenyl and naphthyl; 
R 4 is R 16 -alkylene-, hydroxy(lower alkyl) or c>rboxy (lower alkyl); 
R 7 is hydrogen, fluoro, chloro or methyl; 
R 5 and R 8 are hydrogen; 

R 16 is chosen from di(lower alkyl)amjno, (lower alkyl)amino, amino, pyrrolidinyl and 
piperidinyl. 

49. A compound according to claim 3 1 of formula: 




50. A compound according to claim 49 wherein: 
R, is chosen froih hydrogen, lower alkyl, substituted lower alkyl, benzyl, substituted 

benzyl/phenyl, naphthyl and substituted phenyl; 
R 2 is chosen from hydrogen, lower alkyl and substituted lower alkyl and R 2 ' is 

hydrogen; and 

R< is chosen from lower alkyl, cyclohexyl; phenyl substituted with hydroxy, lower 
fcoxy or lower alkyl; benzyl; heteroarylmethyl; heteroarylethyl; 
/eteroarylpropyl and R 16 -alkylene, wherein R 16 is di(lower alkyl)amino, 
/(lower alkyl)amino, amino, lower alkoxy, or N-heterocyclyl. 



51. A compound accordingto^laimj 



s rein 
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R, is chosen from lower alkyl, benzyl, substituted benzyl and^stih^d^rayl; 
R 2 is hydrogen or lower alkyl; 
R 2 ' is hydrogen; 
R 4 is R 16 -alkylene-; 

R 7 is hydrogen, fluoro, chloro or methyl; 
R 5 R^ and R 8 are hydrogen; 

R 16 is chosen from di(lower alkylamino), (lower alkyl)amino, 
piperidinyl, imidazolyl and morpholinyl. 



52. A compound according to claim 3 1 of formula: 



20 



io, pyrrolidinyl, 




*R 7 



53. A compound according to claim 52 wherein: 
R, is chosen from hydrogen, low/ alkyl, substituted lower alkyl, benzyl, substituted 

benzyl, phenyl, naphthyl and substituted phenyl; 
R 2 is chosen from hydrogen^/ower alkyl and substituted lower alkyl and R 2 ' is 
hydrogen; 

R 3 ,. is chosen from C r c/ n alkyl; substituted lower alkyl; phenyl; naphthyl; phenyl 
substituted with halo, lower alkyl, lower alkoxy, nitro, methylenedioxy, or 
trifluorometlfyl; biphenylyl, benzyl and heterocyclyl; and 

R« is chosen from/ower alkyl, substituted lower alkyl, cyclohexyl; phenyl substituted 
with hyd/oxy, lower alkoxy or lower alkyl; benzyl; substituted benzyl, 
heterocyclyl, heteroarylmethyl; heteroarylethyl; heteroarylpropyl and R 16 - 
alkylene, wherein 

R 16 is di(ldweraUQd)aimT^^ amino, lower alkoxyTor" 
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54. A compound according to claim 53 wherein 
R, is chosen from lower alkyl, benzyl, substituted benzyl and substituted phenyl; 
R 2 is hydrogen or lower alkyl; 
5 R 2 ' is hydrogen; 

R 3 „ is chosen from substituted phenyl, heterocyclyl and naphthyl; 
R« is chosen from subtituted benzyl, heterocyclyl substituted lowe/alkyl and R 16 - 
alkylene-; 

R^ and R 7 are chosen from hydrogen and halo; 
10 R 5 and R 8 are hydrogen; 

R t6 is chosen from di(lower alkylamino), (lower aJk£l)amino, amino, pyrrolidino, 
piperidino, imidazolyl and morpholino., 

55. A compound according to^aim 54 wherein 
Rj is benzyl; 
15 R 2 is ethyl; 

R 2 ' is hydrogen; 

R 3 „ is chosen from halopheny^polyhalopheAVl, tolW&imethylphenyl, 

methoxyphenyl, dimethoxyphenyl, cyVho^enk trifluoromethylphenyl, 
trifluoromethoxyimenyl, bis(trifluororriftthyl)phenyl, carboxyphenyl, t- 
20 butylphenyl, methoxycarbonylphenyl, piperidinyl and naphthyl; 

is chosen from substituted benzyl, piperidinyl, hydroxy(lower alkyl) and R I6 - 
alkylene-; 

R^ and R 7 are chosen from hydrogen and halo; 
R 5 and R g are hydrogen; 
25 R, 6 is chose/ from dimethylamino, amino, pyrrolidinyl and piperidinyl. 

5(jf. A compound according to any of claims 32 to 45, 47, 48, 50, 51 and 53 
to 55 wherein the stereogenic center to which R 2 and R 2 . are attached is of the R 
confifioiration. 



30 



57. A compound accordmgtoj^^ 
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formula as defined in Figure 3. 



58. A method of screening for KSP kinesin modulators comprising: 
(a) combining a kinesin, a candidate bioactive agent and a/compound 
chosen from the group consisting of: 





o 





R 3 - 



Re 



^R 7 



Re 



and 




wherein: 

R, is chosen from hydrogen, alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, 

substitute/ alkyl, substituted aryl, substituted alkylaryl, substituted heteroaryl, 
and substituted alkylheteroaryl; 
R 2 and R 2 ' aite independently chosen from hydrogen, alkyl, oxaalkyl, aryl, alkylaryl, 
heteroaryl, alkylheteroaryl, substituted alkyl, substituted aryl, substituted 
alkylaryl, substituted heteroaryl, and substituted alkylheteroaryl; or R 2 and R 2 ' 
/aken together form a 3- to 7-membered ring; 
R 3 is 9^nosen from hydrogen, alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, 

substituted alkyl, substituted aryl, substituted alkylaryl, substituted heteroaryl, 
substituted alkylheteroaryl, oxaalkv l^oxaalkvlarvl. substituted oxaalkyla ry^ 
R,,Q- and. 
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R r is choserifrom hydrogen, alkyl, aryl, alk yl aryl, heteroaryl, alkylh etgro^yl, 

substituted alkyl, substituted aryl, substituted alkylaryl, substituted heteroaryl, 

substituted alky lheteroaryl and R ]5 -NH-; 
R 3 „ is chosen from alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, substituted alkyl, 

substituted aryl; substituted alkylaryl, substituted heteroaiylymd substituted 

alkylheteroaryl; 

R 4 is chosen from hydrogen, alkyl, aryl, alkylaryl, heteroar^alkylheteroaryl, 

substituted alkyl, substituted aryl, substituted alkytoyl, substituted heteroaryl, 

substituted alkylheteroaryl, and R^-alkylene^ 
R 5 , R^, R 7 and R 8 are independently chosen from ^ydrogen, alkyl, alkoxy, halogen, 

fluoroalkyl, nitro, dialkylamino, alkylsulfonyl, alkylsulfonamido, 

sulfonamidoalkyl, sulfonamidoaryyalkylthio, carboxyalkyl, carboxamido, 

aminocarbonyl, aryl and heteroaryl; ^/ 
R I5 is chosen from hydrogen, alkyl, afyl, alkylaryl, heteroaryl, alkylheteroaryl, 

substituted alkyl, substitujtefd ar/l?>ubstimtea^kylaryl, substituted heteroaryl, 

and substituted alkylheteroaVh 
R I6 is chosen from alkoxy, arnino, all^lamin/di^kylamino, N-heterocyclyl and 

substituted N-heter6cyclyl; andl 

(b) determining the s&fect of said) candidate bioactive agent on the 

activity of said kinesirl. 

59. A method of screening for compounds that bind to KSP kinesin 

comprising: / 

(a) combining a kinesin, a candidate bioactive agent and a labeled 

compound chrjsen from the group consisting of: 

o R 5 o 

.R 6 
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'Si 



R 2 




-R 4 



and 



H 




wherein: 

R 1 is chosen from hydrogen, alkyl, aryl, alkylaryl, heteroaryl^fikylheteroaryl 
5 substituted alkyl, substituted aryl, substituted alkylaryl, substituted heteroaryl, 

and substituted alkylheteroaryl; 
R 2 and R 2 ' are independently chosen from hydrogen/alkyl, oxaalkyl, aryl, alkylaryl, 
heteroaryl, alkylheteroaryl, substituted alM, substituted aryl, substituted 
alkylaryl, substituted heteroaryl, and substituted alkylheteroaryl; or]^ and R 2 ' 
1 0 taken together form a 3- to 7-membeied ring; 

R 3 is chosen from hydrogen, alkyl, arylyukylaryl, heteroaryl, alky^terparyl, 

substituted alkyl, substituted aryl, substituted^a^ heteroaryl, 
substituted alkylheteroarylybxaalkyl, oxaalkfclaryl, sujfet\tuted oxaalkylaryl, 
R 15 Oand R ]3 -NH-; 

1 5 R 3 . is chosen from hydrogeny&tyl, aryl, alkylaryl, ^Wo^l^afkylheteroaryl, 

substituted alkyl, substituted aryl, substituted V^ylaryl, substituted heteroaryl, 
substituted alkvmeteroaryl and R, 5 -NH-; 
R 3 .. is chosen from alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, substituted alkyl, 
substimte/aryl substituted alkylaryl, substituted heteroaryl, and substituted 
20 alkylheteroaryl; 

R4 is chosen^om hydrogen, alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, 

DStituted alkyl, substituted aryl, substituted alkylaryl, substituted heteroaryl, 
'substituted alkylheteroaryl, and R 16 -alkylene-; 
R 5 , Re, R 7 and R 8 are independently chosen frojnjrydiogeTrral^^ alkoxy, halogen; 
25 fluoroalkyl, nitro, dialkylaminp^dl^dsulfonyl, alkylsulfonamido, 
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sulfo namidoalkyl, sulfonamido^ yUalk ylthio, carboxY alkyi, carboxamido, 
aminocarbonyl, aryl and heteroaryl; 
R 15 is chosen from hydrogen, alkyl, aryl, alkylaryl Jie^foaryl, alkylheteroaryl, 

substituted alkyl, substituted aryl, su^trfuted alkylaryl, substituted heteroaryl, 
and substituted alkylheteroE 
R 16 is chosen from alkoxy, ajrji^alkylamino, dialky|ami)io^-heterocyclyl and 
substimtedN-bererocyclyl; and 

determining the binding of said candidate bioactive agent to 

said kinpsin. 
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